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(57) Abstract: 

PROBLEM TO BE SOLVED: To provide a medicine 
screening method and a molecule design method 
with high specificity. 

SOLUTION: Based on knowledge that a route through 
an smad molecule and the route through new MAP 
kinase such as TAB1 and TAK1 or the like are 
present in the intracellular signal transmission 
mechanism of a TGF- jS receptor super family and 
the knowledge about the interaction of the smad 
molecule and an intranuclear receptor and the 
interaction with CBP/p300 in transfer adjustment 
by the smad molecule, these screening method and 
molecule design method for a medicine with higher 
specificity for specifying an action point are 
made possible. 
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[UHfc^ai TGF-y3^*XWS-7 7 5 'J -<D« 

rt^^^I^sSHIMfKr*, sBdfl^HM-Sgftfc, TAB 
1 . TAKl^ffSMAPdr i— -fcffctf Lfc«Htt*Sq£f S t 

^fc«fl58»ttfc*)ffiJ:4WB, CBP/p300fc^ffli:^ 
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im& 1 ] TGF-/3 7rS'J 

k > «rt i: «o 7 n x h - ? ta^J < E3§ B a n 

] TGF-/3 7 r $ U-38»#*»feO«Srt^ 
[|MJ3 ] TGF-/3 7rS U-a***»fe«iffllfirt^ 

?'^k. 8Ertg&ttfcrt?nxh-?£BL#t4E£ 

? y -^y*^. 

[ if 5 ] mBaaaMtt k V>mm- m £ . Two-Hybr 

Kie»oisa&fli<ox ? y yywz. 

[ff*Jf6] Mfesraad^fc^fflSffffl^, StiRSt* 

?» n D H ?)x? y --y^a. 
tz&s < Ea&aax f y yy-xm. 

0T*& i k *«tti:-*41ll*JS7 IzimvWM&cDX 
[ 9 ] k . Smadtf? k . "K^SH 

imvx i o ] m5M?m®.m?tf, c&prx//xhp 
300-c-S) set s^a t -tifum 9 iztmwm&w 

[ 1 1 ] «K«rt«*«t*«, t* ? s yogs* 

tfE«?)Eg n a n <ox? y--y^3r?£. 
[ imm 1 2 ] rniesiad^^ **s«Bd3-c* tztm 
&£thm& i~ii <o^-m*» i mztmnmmsh 
cox? v--yy-m. 

im& 1 3 ] b^im i - 1 2 «h i miztm 

Smadfl^k, «rt3«*atf«^^ia?'C*SC 
B P/ P 3 0 0 k <9*S£affi<0itt«£fc*cK E2&H. 

[000 1] 

i^^js; ■ i^^mts^&E&ftx? 

[0002] 

(Dmm&ikm*? y --y^r&k\,Ko*^*ro^ 



[0003] (1) «&£fflV^X?y-^ 

y^i LTJi. TGF-/3XW\'-7 r S 'J -tf>3r*S 

iSttfcJgfltfc Lfc7=f-x b^r y^d'^x htfDWdr 
i£T'£>l>. JittWfctt. (i)TGF-^tcJ:|,H««co±i 
JfflfpffliStt* 4 t ^^iJ«M*« £18 v ^JUJIffiJKStt 
fcflBHcUiX? y--y^S, (ii)TGF-yS^gffl 

Slftfflfc* g Urx ? y Xii(iii) tgf- 

V--yym&#t>l. $iS>fc s (2)TGF-y3XW"?- 
7r$'J-t TGF-jS <?- 7 r 5 U - 1 <0ffl5 

[0 0 04] U>U TGF-y3X-^-7r5y-«ffffl 
UflK>T^tti=X& £ k tfimhtiXis *) , TGF-,3 X -rt 

-7 r 5 y 7=f-x hxiiry ^ ^ 

X h k BJf^ffl k ^ttA«-H^-Pflr <,^T 

» a p^)x^ y-^y^ftk ITte+frc^b^? 
imtfibt. i-%b>o. ±tEx^y--y^atii. 

Hftmfr Z»m& - k "f\ ESUMRtt j: li* 

±tz. mzm%mm&mvM.iiiztixi>zm±*) 

[0005] 

V--yy-ff&&WSfth it* SWk-ti> . 
[0006] 

-7t s y -<7)«rt y^7-;H5»«ffitc»a ttemm 
mm) cox? y--y^rfrte46vt*?Rfttsrtet 

[0007] TGF-^^ftX-A-7 r 5 II 
G^SHSfcUTJisiBd^Pt^tieRfc. TAB1. TAK1 
L^MAPdf ^— k hflX V , ftH 

fflMHSiiT v ^ l> v ^Tii?&k'*-5 X v . k 
9 fcttsiBd4HFJ±Strtt1E^»l»fc:IH*>S i k 3&%ifeix 

x\^tiK mmvmmm^za^x Maom* t wmm 

[0008] *«W#{4. sraad^-^colg^ljffllffiif^ 5 
, ffi^T ^SWtCfiS k ,SLb<l S snadfl-T- k 

«*JHilt»^* . TGF-^^#:X-A-7 r 5 U-tf) 

v^«««r*Mfca&^< E6HWx^ y--y^ffi^r 
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^*Sffii^«S^:5r^Wffli: (i)sma 
d2,3W^)yy|Wfc (Seg^TlHW*) , (ii)sma(tfH^ 
cor-f (iii)smad6,7^cO*^^;WE«igg& 

^E^H^^axiiaiffiSiiis^ft § z tin, i&m 
mx± tit, o-c* o t & t co-c* < , 

[0010] -Usmad^Z^l^mmz^X . # 
300 k VffiKftm KOV ^TftiaSrf*, smadc^ftfte^ 

nmr («tt^«) m£i&m<vm* i &m 
[ o o 1 1 3 § t> t, ±iEJiata^# , «rtS8tt 

smd^mft^mfctcommmizms-tti 

cvm%®fawT3-x y tv? =f-x ycommz 
tut. mk ^mmmtitzmm (#. &m. jm v 

it WMzmh 

[0012] -t^hib, ttWtZ&ftlsKrtfrf-tm'l 

%®ik^(BP/p3ookcDW5.ttm<vmM*amzm^ , 
[ o o 1 3 ] jar. xmzmmmmitzmimmizm 

[00 14] 

[»WOHiSO»JB3 TGF-fl^BMPfcVVjfc TGF-/3X- 

mTh*). m. iff. am. ^^)*« 



tttlSoTfeD, *W««a«0--«ltJJETCF-i8^- 
[0015] TGF-/30,«rt^^"f A# 

tgf-^ wHijfirt^^/peit^sMd*^ ixzmzti 

hZk. »fcVDR<o|g^^fcfc*r LX JiSMd3#|g£& 
ftHTfcLTfffflU VDRfcCBP/p300fcOffl2fffl!£*r 

[00 16] 2^3. *«HJJ-gli» Smad3#, «fc/t£ 
|^integrator-C*4CBP/p300kiS«aS^f 4£ t * 

tz. 

[0017] ™- muftis ?^)vtm^%®mmm 
t msm#* mzmm^-i-tm^mcom m 

tz« 

[00 1 83 i-%bt>. K?-/3<7)fflMft>'7'1->l'bmft 

^w^mm\,zwm zs-z-mmiziiztit xaxm 
mm^mmm&twmxco&mt. Rwmm 

t%&. w~>xz.tib%\%j,zm?<x9v-->ywk 

[00 1 93 TGF-/3*5«l*jy^"^HE»tSraad2 or 3 

fcSkBd4fcfflv*6*)lc»U TGF-/SX-A-7T s y- 

kzmthm\mW^^^Mzmm.UC0Smd\ ■ Smad 
4*fflV^. LTTGF-/3 s Smad3, CBP/ P 30 

mktz>h<7)xhhi)K mmww. smmzntx 
hm%®ft*%tjc\kmmmmxz h . 

[00203 Sraad3*iCBP/p300tttJgfe^-ri> Z.kfr 

^wmmm^x ?v--yyizt>.*x?v-~ 
vrmmm^x-hh. 

i o o 2 1 3 aT. xmmzffihmmshcDx? y--> 

[00223 x^y--y^ffi(i). 
*mme>Mk uzftmzm^z . tgf-/9 7 t s u -k 

z<7)7vxb-?iz§m*5-tmnzx7v- 
-v? mm) +izkmtok*i (mmmim 
m) . 

[00233 x?v--yym(u)_ 

Two-Hybrid SystemSrfflV^TX^ U--y^>&^flgi:^ 
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4. frmmtsaaajH-bm-Em m&) km* 
ZRtf-twscoikm at r Two -Hybr 

id System j (Gyuris, J., Cell, 1993, 75: 791-803; 
Golemis, E. A., Current Protocols in Molecular Bio 
logy [John Wiley & Sons, Inc.], 1996, Ch. 20.0 and 

[0024] r Two-Hybrid System j fcJB^4l££JStt 

y (Brent.R., Cell, 1985, 43: 729-736) . (Bicoid), 
(c-Fos] ( (c-myc), (v-Myc], (B6], (B7), [B42] (Goleni 
s, A. E. , Mol. Cell Biol. ,1992,12:3006-3014), *fc 
{i[VP16HCL0NTECHit, Mammalian MATCHMAKER Two-Hybri 
d Assay KitJfcifAWfcflS. 
[0025] £tz TTwo-Hybrid Systemj £J8^4DNA& 
■SVXJybLXli. Milt. GAL4(Giniger, E., Cel 
1, 1985, 40 : 767-774), p53(Chumakov, P. M. , Geneti 
ka, 1988, 24: 602-612), GCN4(Hinnenbush, A.G., Pro 
c. Natl. Acad. Sci., 1984,81: 6442-6446), VP16 (Tr 
iezeneberg, S. J., Genes. Dev., 1988, 2: 718-72 
9), ReloA (Nolan, G. P., Cell, 1991, 64: 961-96 
9), 0ct-l (Strum, R. A., Genes. Dev., 1988, 2: 158 
2-1599), c-Myc (Watt, R., Nature, 1983, 303:725-72 
8), c-Jun(Angel, P., Cell, 1988, 55: 875-885). Myo 
D (Write, W. E. , Cell, 1989, 56 : 607-617)5: f Oft 

[0026] TTwo-Hybrid Systemj SrfflWCgBWA. 

vmx-foh, ±fe^i^ttttF^wyfcga«Afc 
&mb<m-&s&<mm<??-. wmu#-?- 
m±mm&« ^-^-mi^tnm^m&wm 

i$Ltzmz&m^Kh7u^?-ffi&bmTn*?- 

MmTmzm&uzutf-?~miH-bfre>%2>mL 

[0027] avtf-^-a&FtftfssfciaaiU fm 
mz&w£5-z-z>mzMMi-z>zbx--mm. bco 
tt&izim***. mm zmmt 4 ; t mmxh 4 . 
[0028] %8L<7?-b txit. MwmmiLftT 

r ( 1 )±33&9m&YX4 yfcSrt5?Sft*V^Ls«d 
Za-vi-imubcom^m^ (2) ±ieDNA*S£F*;<>f 

y b 8trtg«tt$r ^ Lsmad£ a - Ft" 4 DNAfc Olfr^DN 

aj ta- f %tihm.&m%im\,zmx'* 4 *> 
htumizmmi*^. ttmn^Mfrb Lx\mw 

mt U^'ffiltfDRARa ,l3,r, RXRa , 0 , r . PPARa , 0 , 

7\ er. ar, pgR, wm^w^^-w/^iv^y^mw^ 
mm * wmth t coxit^ . a Jtartss** n - f 
i-&mnblxi*vtfy\ t /*)is£y%&vx'(yi3- 

Ff 4 DNA£* LX V vhiaGffffl^TttT* 4 . smad^t 
LTttsnad33&*a* U Wsmad2 J »)sinad7 r 5 I) — K 



m-ri»^^n-K-ri,DNAcofM^#ts»i» to 

[0029] Utf-?~Miir?<7)mi<??-b LX 

it. mmssmmis Ltemtm&zti *rnt^ 
hp* fc n* * -iwftoTafcaas l/s w?-* - 
makmmv®ii!iKmzux-7- 
mn-mmm^%mmzm,x% 4 hcoxhti 

[00 30] ^^U--y^(III). 

l5«fl«S:fflv >t y y z. b mmb 

«NBMft«E»«ri: txmmrn 
mmmm-ti. -uco^z^-rm^xmmm^ 
-it. m.^z^ttihm^'fim.m^mx^ 

tc^L$m-hZbX\ WWMHmfri- (sraad 

smm mmm izRu-rmmmm-tizb 
mmxh 4 . m?n®nsmm-fhmmmn. 
±mmmzmmnzm&xmu i . _tjESS*£frn 

ZbX\ ®%izM&2til. jaWH^S^fcft* 
M&4^ii»J) *vM,|5E#*41MKi. JJ28* 

3W=sw«»*<«S'S:r=f-^ v/*)v=tybmm 
«bmmzm\\ix±Mzm&z^\ vMttHito&-k 
t^mm^^co^wmbitn-t^zbxmmm 
mxhh, 

[003 1] smadfcit/Srtg^WiFLAG-. HA-. His 
&3g7'n7' , ,> yOFcgftfK GST-, GFP ^tag&V* 

v*4£fct*rtrc*9. *wiRftffia»*4v^4^&ffi^ 

Wfcffi fcffl V * 4 fitftJi *tl hUg^mm- 4 fitflrp* o 
-Cfc*»**>*v>. ffifrtJ:4^g«Oft^ , 5 
fc. f-X^EHtNi^^VP^ f-^ y t HSfl: @ 

wsQmnfrzmzi- 4 c 1 1, tsjitc* 4 . § ^ t , 

gWge«^ttit*!toTiiM^S^tag/S^gS 
HSr^ r-'^-'f h 4 ^(4 'J KJS£ F -X > t 

*t?ffie^»^fia«offiffl<>^riE"c*4 . 

[0032] ^TO*J=5rV^±fEt^^^T#?t 

smad - «p^gswa^fw>fe. ae^ga«^^ss>4 
v^iss-f4tg, sds - si? ur^ u^r s Fyvu«« 

9$tfJt-4;fc#ffi*4. ifc, ELISA^RIAtJ:4Sfi 

fc^ntc*4. 

[0033] mmmm&b lx . elisatl— F^t- 

4S*, Ni. ^^^^e^HSL, JilEW?§MS 
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nmjbtix^z rt < , mm^y^r^ v h-rm 
mmmmm ^Bssara*, mm § tut 2 mm 

m^Mmrvisytzxv&tthvx+y - rwy 

GFP<7)m%%Ksmtcom£m&mk Lxm&ittL 

-ts^^a** (»sm3#b3) . 

[0 0 34] A7V--y?m(lV) 
[0 0 3 5]^'j--V^(V). 

C^SkH^fcSHd^^fflSfffflSttffl-ti i fc J: 
U-^>^-t4ifcA«iirffli:44. CBPfcP300{i 

^^httiieffttftH^fc LT«MfiL-OV&. VDRfiCBP 
/P300tiS«^L^V^J s JSlTtaKSISSJ: 9Smad3 

it ixmb ap/noQiffi&t-l z fc mt>frb%i 

[ 0 0 3 6 ] S«wl^i:«rtSS*t: J: l>K¥ 

S0fflifc:INffSa{art*«*«lS8t4±"C, Smad^t CB 

ZX\ aTemmZ&m-t&Z t TSmad^f CBP/P3 

[00 37] H h -f 7"&Smad3£ffl 

VxfeHH4»fe, Smad3**cAMP s */^;-;HXf;K PDG 

Vi 5 (Istvan Mucsi, et al., BBRC, 232, 517-521, 19 
97) . U>U ^^fflaMfJi^HHTftO, £<>)J:3$: 
S^O#«t=«4^fflS«E«rt*ift«*«BR-t4 Z b 

3 L£-fM#"S»d#? t CBP/ P 300 b WffiSf^ffl L 

[0038]^ V~~>yimb LTfiGST - SmadM 
^■^t»BP/p300fc £fflV^GST-7VI^yft ( fT 

aciasu^) &fflv\ H^sRjes-e-sBc, 
wtfmmu.femznz.hz bx\ mft=wm£*im 
tmnzjifti- z b mmxfo t . £ ^gst-cbpb x 

r/GSr-p300H^ge« b mmSmadft? b 
[ 0 0 3 9 ] sfirtJ, GST-TVl^yffiKRSfe-f, SS© 
-TSsmad^i: CBP/p300i:<Offi5ffffl*flat*4 V^UJII 

xu. mmmmmmm^mxh^ . elisa. ria. sp 



Affi. BIACORETM s ffifcflfefcffi, Two-Hybrid System&i; - 
tf&atftgSilS. ttz. sraad^i:CBP/p300^t 
OV ^Tli^fl WU0j»*^7*f - H Xh o T t> UMPTirC 
fc*. § feteinadfeJ;tXCBP/p300^^V^L-e^l^c7) 
KJiFLAG-. HA- S His-. M/OT'ijyW 
cgfrJK GST- S GFP tp«Wag$rV*L«H®a/^7*?-h*fc 
0»6fifi*i: LTfflV^ £ fc fc nJIB-Cft* . 
[0040] 

[»few mmmzmfx znmzmmizmw 
-titiK z mmzz ti t>comffiMte x ~> xm&^tih 

[oo4i] mmm 1 ) tgf-# cn^yi-iv^mmz 
mmmzimt & tub . ^sutvStt^^TGF-ys t yPe 

Ig£tt(T£RI-TD) - H-r4«&F*S*»ftfea 
^^-tffAtfc, TbetaR-I TDfcffifflLfc. 

[0042] ry Hnyys»*(AR) Yi-zmz 

(O^MTyX^VimmLX (PSG5-AR, P SG5-VDR, P SG 
5-RAR) ISRtttUfc. tmcDtzMzli. *tL?tL0M 

[0043] 5 FafM 

[0 044] m&Z\i.yx.J-)VVv H^ODulbecc 
o's modified Eagle's medium— 51 dextran-coatedvStt 

fc. 10cm@^hUJiri§«L^Cos-W*fflV\ « 

zsmzfctxm&hit. mxaiMgi u viw^^ 
^mm^zxmmzm^mx ttzmmt 

lX/3tfy7hisy-VMiK?<7)mL^??-pmMP 
harmacia) ^/igPWfcgA Z<7)mm.X&^ h U 
Jlia<oafisiF»ASMsoit^feajEUfc. fXh^fn 
i,25(oh)2VD3, ^/>f yif^^mjtMKliS 

&fwa i i^aat-e^-wiw^ h u mciisjn t . jaa 

[0045] ae^A24Btraf*t«*irP^tgttT 

ximimmbOimmKi. ctm&*ft\,\ nmz 
/3#y? b^r— m^m^Lx^miELtz. 

[0 04 6] *?>1&m. xxhxrny s v^-JAym 
WMZX h AR, RARS-^L^^-n-e'nwe^ffiiTGF- 
/3 36»feO^^;PtJ: V'Wm&ttft. 1.25(0H)2VD3 

/nci05s<«as^ (Hi) . iwesio, tgf- 

[0047] i^ttWtffl^&ikfciO, TGF-yS 
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[0048] tthi?. TGF-/3 is?1~)VCO^f&T . IPff 
TtTtrXH^rny, 1,25(0H)2VD3, V^JAVWm 

cotmm v ay vcoKh s t, 1 l < (iisj^^as 

SJMW-Sifc-C, TGF-/9 ^^AHU&WWfsfflSft 
^H^fctRa^-p**. 4 ft. H«tTGF-/9 

[0 04 9] («ttR2) 
ft^WWia&fflV^two-hybrid analysis 
COS-lgfflJte 7x7-/1/1^ K^#c7)Dulbecco's modifi 
ed Eagle's medium-5% dextran-coatedS^^if^JH? 

iamitt-ciSiBtfir Lft . ni&fcmocmg^ h y jet 
tmuzmmzmK mmnQ-wmmmmz^Ltz 

JaTW?*5 HfclfcKOAtg&ijyl^v 
?A2^fcTfflffifc*fc?»ALfc. 4ftlW« 

it /3#7?v isy—emfc^comi*.? ^-pchikkp 

hanBcia)3/igt)RH*fci»AU, *0fgBUtC&<h\) 

Mm^mi^mxmm^ ***e Lft . vd3^#« 

«»ffi«iitfi**A 1 ««n»c«vNW>*<. H U Mfc 

imzmftUz, mmrmmM^zx'mwLmmmmm 

mm ffig LTifgJRSrffljE L ft . 
[00 50] two-hybrid analysis<7)ft#>W77s$ F 
fcLT. VDR<OD,E,Fb*>>fy*3-h*t4a&F*pM(C 
lontech)^^^-tJfAL-GAL4 DNA-binding domain - 
VDR (DEF) m&HtX&tr? * 5 H £flf§g Lft ,4ft. 
sraad2 3 £ 3 - H SSS? £pVP16 (CI ontech) ^7 * 
-fcf?ALVP16 - snad2fc*M«;VP16 - smad3l!-£g6 
^ISlT^XSHfcLTffl^ft. . UsK-^HWjrHfc 
Hi: L"C(417M5 (GAL-405ffi»»M HUAS 17ra 
erx5HI*tr ) tCATae^ £#A Lftl7M5-CAT£fflV< 
ft. ^ti^c7)^ilT7X5 HfcJJEOJ: 3fcC0S-lifflJB 
£*ALft. 

[00 5 1] GAL4 DNA-binding domain - VDR (DEF) t VP 
-16 - Snd2&*HtitVP-16 - Smad3t ^jUt^lHI: 
tJ . 1 a , 25 (OH) 2VD3##ttTC:it<R LT lnMCOl a , 2 
5 (OH) 2VD3fiRrFfc»V iCAT^OffflntftfttlJ §ftft ( 0 
2) . Smad3tVDRt^'la,25(0H)2VD3#ftTtlS^-fl. 

[0052] zcomkmm^z\bizX*)SmGtm 

t comKmmmmnmmmmTh h . 4 ft 

la ,25(0H)2VD3^<7)VD37*=f^X Hff&TKiStfJ&ftSS 
mad2$> 4 V^ttawBt VDRk<Ott^fc#UTIfi«Fmffl £^ 



[00 53] (£ffcft3) 

- s&fuvriyrm 
mm 1 1 ii«tcos-i«tOT<D 2 rn.com.ry 

X •= H * WA Lft . «&F»A 1 eBfftt-f-^-WwO^ 
h U HE (CI , 25 (OH) 2VD3 SrOnM (#») ft & V «lnM» 

24^P B ^t,W^ff^^*T-av \ *wa24«|BKat 

*»RLfc. tmuc. (iwmnrfZismwfitomi^ 

7*-pSG5K#ALfcpSG5-VDR, (2)FLAG-tagged Smad3 
®fg^£ft#»)»PjK??-pcDNA3 (Invitrogen) |C 
#ALftT7XSH„ fflJfifcfcKU SiFLAG^y^n- 
■*VttftttM2(IBI; Eastman Kodak) TfcSifcttUrSL 8% 

SDS-jKU 7? UXT $ H^«ma«Jt J: OftttLft 
SS®£#lStLft . »»gS«*PVDFK(BIo-Rad) tfi 
¥ L . W^fiEVDRtS* tWJ*X7r^ — S» 
JiW^I gGSift (Promega) TVDR * ^ffi Lft . 

[0054] -e^fe*. l,25(0H)2VD3^RRBD«ffi*»fett 
5&ifVDR{4ttajS*l4*»oft. l,25(0H)2VD3aan 
«*^{i0MAVDRc7)A>H^tB$iift (E33 ) . 

[0055] iCOHSiSS-fflV^ Z t X\ smad3 - VDR 

4. 4ft, l,25(0H)2VD3^OTd-XhffftTts #9 
ftltt^ ^C0tS*^t^JirtWismad3 - VDR t OffiS^ 

[0056] (HttH4 ) VDRfcSmdft^cOffiaflsffltt 

GST5:M^r$*ftsmad3'5rV^LVDR (^«l-424 s SP^T 
f-H : TS/^ffi?iJ115-424. 115-357, 115-300ffi, H 
4#R3) a-^5a«(GST-Smad3^rV^UGST-VDR) SrAJlS 
fcT^?l$*. ^^f-^y-fe7rP-Xb-X(Phar 
macia)^fflV^Tb'-Xtfflfi|UT7 4 -f^-»lL 
ft. -2T35S-^ Lftsmad3fc it>'VDRSr 
ffl»«7^ b- ha^(Promega) &fflV^T*« 
^T-pStft„ Jfe0h'-X{CHl-ftS/xftGST-SBad3=flr 
^ LGST-VDR 35S->< Jf — tftVDR^rV ^ Lsm 

ad3t t-f ydf a*- h Lft. t'-Xt^Lft35S-^ 
^^-nyX'^^LftVDR^V^UmadS^SDS - ^'JT^ 
U*T5 H*y/P«»8t»t«k OWIf Lft. 
[0057] ^CD^S. VDRSO^^Tf- H115-357, 11 

^tttl,25(0H)2VD3J4^B-C*r>ft. 4ft. ^*COVDR 
iilnMOl , 25 (OH) 2VD3#£T < Smad3 J: L ft ( H 
5) . 

[0058] fflfla^T"COl,25(0H)2VD3cOS&StW3llffi 
tt. «&fc£^Tm,25(0H)2VD3#4T£&rt®gft 
iK^ftSH^ (SRC-l/TIFII7r$U-ga«) tVDRCO 

c*s#ifioAF-23rH^>f ^fcisffls^ffl-rsis*, v 

H (T5ySH5-357. 115-300) i&ad^tfflSffffl 
(^) ¥tgfc=5r^ft«>fc#i^^ft. MMIJ&R-CtttK 



L&V tfrfe N 1, 25(0H) 2VD3 £RJ5E^fc 
[00 59] VDR(115-300)^VDR(115-357)^Smad3t^ 

^um^tsmm^ri- vx-hiztt^. gst-v 

DR(115-300)^V^UST-VDR(115-357)i;SiiSinad32rffl^ 

X\ VDR - SmadffiS^ffl fcfflJtifcft^JifiBH 
■fft «>« fcHSW" 4 £ i: jRTffiT* £ . 
[0060] CST-7"/l/^^yatR8^-f , gQ« 

tismijH-tWi^m^t<nmm zm&h ft 
^mm-rmw^mmmx-ht . £ a fcacg 

LT(4. ELISA, RIA S SPA&. BIACORETM. ^3tffl3t 
itft . 2* fc , smad^k 

[006 1] 3 ^tswdftiyirt^M^^L-?- 
fl-etLiOgB^Tf-KiiFLAG-, HA- S His-. &8^'n 

yuy^Fcgp^-, gst-, gfp m<n\a.&^LW%m&/ 
ft. 

[0 0 6 2] (mmm5) 

Smdft?tCWp3Q0tCDmj£.{m<Dmiii - GST-7* 

>wv>m - 

GST frlteS tffcsmwBffltega* (GST-Sraad3) *iW 

tTfPtS-tf, fivf^y-^ym-x t-X(Ph 

armada) fcfflWC t-Xt«aLT7 >f -T A -HKHL 
. — 2T35S-;* >"C7 LfcCBPfe J: IA" P 300£ 
»ttSNilSR5 4 -tr'- b Wm (Proinega) £fflV >Ti£« 
3RTPI«Lfc. 5t<Of-XtH«-(t§tL)tGST-SBBd3fc3 

[01] 



5S-^^rLyT'5<^L7tCBP^-V>Lp300fc y^j. 
^-h Lit. t'-Xl;i^l»5S-^ f ^^>-5</WS 
P&^U>300£SDS - #V7?VA'T§ V^tVWSSMb 

m-h7=j*77y <-i,z±<owmLtz, tots*, 

(06(A)&tf(B)) . 

[0063] iOgSURKtSWC, GST-Sraad3i;35S-^ 
**-y5^l^&^U300fc£l^;5-ltftlRfc:, H 

t , m&&co*- h y 7 4 -coCBP&v > Lp30 

ow\'y i*#Jfc*:* £ v *tt«»r ft . z. <o«£3Sfc**g 

flUcSnacB fc CBP/P300 fc WfflSf^ffl ^ftfli ( {gjt* ft ^ * 

amuM) -tmmtfimmmx'foz,. 

[0064] 

[ffflH<^»*l TGF-/9 X-;t-7 T S U -fHfcfc J: ftTG 

IfflSffH^ CBP/ P 300t i ft te^Jfl k?nxh-?LTV> 
ftfcv^SJrffljaiS.CKfT-feSfLT. ;^nxh-?t 

*a-rft t ^ommzmmzm^K x mm^»^m 
m, mmm. mm) <r>x9»-->yn&immt 

Srft. 

[0DS<OfS#&M 

[tan sijifl i ^assvtaTfc ft . 
[02] mm 2 cogMUfc^wc* ft . 

[04 3 SQS«4W*Sa*Srf0T*ft. 
[05] H*W4C0»SjR*^ia'C*ft. 
[06] (A) 14, £t&ffl30l$g (p300fc-?WC) ^ 
t-«M»»^T'$>D. (B){±, 3gffiffl30«MII (CBPt 

r>\ \x ) t *t*stacs^wc* ft . 

[02] 



^ :-1 ,25(0^ 



[03] 




l£& 0 I 0 I E I F I Construct 1,25(OH) s D 3 



Y //// / /// // ///// // //// /M 115-424 +/- «■ 




V//S/////X 304-424 
V////1 357-424 
V///////71 1-115 



(9) 



wsn^i 1-201967 




